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INTRODUCTION METHODS RESULTS rm

e |rritable bowel syndrome (IBS) is a functional gastrointestinal e As part of the original trial, responders were defined as patients e A total of 2579 patients with IBS-D received open-label rifaximin e During the observation phase, the majority of the 982 patients did 1\
disorder characterized by recurrent abdominal pain that is simultaneously meeting weekly response criteria for abdominal 550 mg TID for 2 weeks (Table)® not experience recurrence using the post hoc composite definition
associated with defecation or changes in bowel movements' pain (>30% decrease [improvement] from baseline in mean weekly - Of these patients, 1074 (44.1%) were responders according to of recurrence, during any week (53.9%) or during >2 consecutive o A 2-week course of rifaximin

e Rifaximin is a nonsystemic antibiotic indicated for the treatment of pain score) and stool consistency (>50% decrease from baseline the original trial definition weeks (74.1%; Figure 3) - - -
diarrhea-predominant IBS (IBS-D) in adults in number of days/week with BSS type 6 or 7 stool) during >2 of Table. D hi d Baseline Characteristi e For abdominal pain recurrence alone, 38.3% of 982 patients did 550 mg TID was efficacious in

« The safety and efficacy of rifaximin 550 mg 3 times daily (TID) for the first 4 weeks post-treatment (Figure 2); nonresponders were able. emographics and Baseline Lnaracteristics not experience recurrence during each week of the observation improving symptoms of abdominal
2 weeks for the treatment of IBS-D were demonstrated in two withdrawn from the study Rifaximin phase and 57.3% did not experience recurrence during >2 pain and stool consistency in
phase 3, randomized, double-blind, placebo-controlled trials? and Figure 2. Responder Definition Parametor 5?:_2‘597;;[) consecutive weeks (Figure 3)

patients with IBS-D

one phase 3, randomized, placebo-controlled, repeat treatment trial®

Figure 3. Patients Without Recurrence During 18-Week
e For drug approval for IBS-D in the United States, it is recommended Age, y, mean (SD) 46.4 (13.7) Treatment-Free Observation Phase \3

that efficacy (response) be defined by improvement in both
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abdominal pain and stool consistency?; however, trials may define Original Analysis 225?5?/:;? iaa?nbsgfgf?fgég?efriﬁ'enferé?n Female, n (%) 1760 (68.2) 100 ) ) REFERENCES
. . . 2 0
the degree of improvement in these symptoms differently LSy . Abdominal Pain and ) ) 1. Lacy BE, et al. Gastroenterology. 2016;150(6):1393-1407.
baseline in number of days/week with BSS type 6 or Race, n (%) Stool Consistency Abdominal Pain )
7 stool during >2 of the first 4 weeks post-treatment White 2155 (83.6) 90 (n=982)* (n=982)" 2. Pimentel M, et al. N Engl J Med. 2011;364(1):22-32.
AIM Black 289 (11 '2) 3. Lembo A, et al. Gastroenterology. 2016;151(6):1113-1121.
Post hoc analysis e Patients with >30% improvement from baseline in Other 135 (5.2) 4. US Food and Drug Administration. Guidance for Industry: Irritable Bowel
; ; o 5 | ¢ ¢ .
* To evaluate rifaximin efficacy for IBS-D using a modified definition Zﬁﬁﬁgmlﬂi'fﬁi'tnfféfk ;e;ssrsfrga?; ;:t(’)fnzf éhsesdays - 80 . Sgczr;:/z rgugg/r;g;é fvviﬂfjﬁ/ndgfc Errr:JSr?t sf?o: oTcrﬁfr:;n:tr/EE r;t]tz%sé/z/\évg%;da.
of response and recurrence type <5 stool on the same days Duration since first onset of [BS = Published May 2012. Accessed on August 2, 2017. o
symptoms, y, mean (SD) 10.9 (10.8) X 70 y . 9 g .
BSS = Bristol Stool Scale. -~
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e In the post hoc analysis, a modified definition of responders for Abgomina); pain 55(1.7) § 0 4 by Salix Pga;mazeu“tialsa.-reihn'Cafl ﬁ}d'ton‘;l] andbmi;lj'calgv Tm aSS',Stfa nee
* The study included adults diagnosed with IBS-D (Rome il criteria) abdominal pain and stool consistency was assessed: patients Stool consistency 5.6 (0.8) 3 573 \;ﬁ; péoﬁ'cﬁroﬁn,\:é dich gi;m”?icat;:s ljré \X/esta ghe:ter P(X]C,:rfnain
with average symptom severity scores during a placebo screening with >30% improvement from baseline in abdominal pain score, Bloating 41 (0.9 & 589 for tfwis\/supportywas provided by Salix Phe;rmac;euticals o ’
phase (Figure 1) of >3 for IBS-related abdominal pain (range, 0 = no recorded on >50% of the days during the first 4 weeks post- IBS symptoms 42 (09 = 50 '
pain; 10 = worst possible pain) and >3 for bloating (range, 0 = not treatment, and BSS type <5 stool on the same days (Figure 2) Number of dails bowol . é DISCLOSURES: AL is as a consultant and an advisory board member
. _ i i g . . umer of dall owel movements,
ool St B oo B a7 o oy ok WA BASol 1t a patint cid not hiave & bowel movement, 2 230% mean D) 3922 S . Pramacetials, romethecs LAboratones . Sa Pharmaceutials, and
Stool Scale (BSS) typs € or 7 {mushy/watery) stoal improvement from baseline in abdominal pain score was ] . Valeant. ZH is any employee of Salix Pharmaceu'i(icals MPis a consulta}wt for
* After corrlwptl)etllng the place:o soregnlng thse]’c elllgltl)le5p52(1)tlents_r?8tered considered sufficient to achieve response on that day Days with BSS type 6 or 7 stool in 'g and has received research grants from Salix Pharmaceuticals. Cedars-Sinai
an open-label treatment phase and received rifaximin 550 mg e Patients meeting responder criteria were followed for an additional a week, mean (SD) 49(1.8) B30 Medical Center has a licensing agreement with Salix Pharmaceuticals.
for 2 weeks, followed by a 4-week post-treatment period to assess 18 weeks or until recurrence (observation phase) o
I nse (Figure 1 . . ) Days with bowel movement urgenc
esponse (Figure 1) — In the original trial, recurrence was defined as <30% decrease in ;/ week, mean (SD) geney 59(17) 20 |
Figure 1. Study Design from baseline in mean weekly pain score or <60% decrease from
I' B f k i h B | f BSS = Bristol Stool Scale; IBS = irritable bowel syndrome; SD = standard deviation; TID = three times daily.
Open-Label Double-Blind Phases baseline in number of days/week with BSS type 6 or 7 stool for Adapted with permisson ffom Lembo A, o o, Gastroenteroogy. 2016:15161 111311210 Elseer.
sy INCEE IRl - o e, s el 23 weeks of a canseautive, roling 4-week period 7
TIDx 2wk F el ~ In the post hoc analysis, abdominal pain and stool consistency * Atotal of 1071 (41.5%) of the 2579 patients were classified as
o [ recurrence was defined as <30% improvement from baseling in responders using the post hoc definition o
v o Lot | o [t o] abdominal pain and BSS type >5 stool on >50% of days in a week; — 89 of the post hoc responders did not meet the original trial Lackof | Lackof Lack of T Lack of
- : - recurrence was assessed for each week and >2 consecutive weeks definition of responders, were withdrawn from the study, and did recurrence during  recunence dtll_ring recurrence during - recurence dlIJ_ring
;ce 0 g os} . . . . s H i any weel =2 consecutive any weel =2 consecutive
‘ og — Abdominal pain recurrence (<30% improvement from baseline not participate in the observation phase weeks weeks
By | o \p‘gcwegc ,c‘mw\ in abdominal pain on >50% of the days in a week) was also — Thus, 982 of the post hoc defined responders were eligible for “Recurence definod as <30% mprovement rom baseine i abdorinl pain and Bristol Stool Scao type »6 ool on
250% of days in a week.

assessed independently follow-up for an additional 18 weeks (observation phase) "Recurrence defined as <30% improvernent from baseline in abdominal pain on =50% of days in a week.
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